wo 200S/014S74 PCT/EP20a4/008284 

.55. 

1. A compound of the formula i: 




or a salt thereof, wherein 
n i$ 0, 1 or 2; 

R1 Is H, Xi-(Ci^) alkyl-, (Ci.i2)alkyIC(0)-, X2-(C2^) alkenylene-, X2-(C2-4) alkynylene-. Xr(C3. 

9)cycloalkyl-, X2-(C3^)cycloalkene-, Xi-aryl-, Xr(C3.7)cycloalkane-(Ci^)alkylene-, X2- 

(C3.7)cycloalkene-(Ci^)alkylene-, or Xraryl-(Ci^)alkylene-; 
Xi is H, (Ci.i4)alkyl, (C3.7)cycloalkyl, (Ci.i4)aikyl substituted by (C3.7)cycioalkyi, -ORa, -SRa, 

-NO2, haio or (Ci^)alkylC(O)-; aryl, aryl-(Ci.i2)alkyl-, -ORa, -SRa, -NO2. halo, (Ci. 

i2)alkyt-C(0)-, mono- or di-(CM)alkylamino, amlno(Ci.i6)alkyl-, or mono- or di-(Ci. 

4)alkylamino(Ci.i6)alkyl; 
X2 Is IH, (Ci.i4)alkyl, (C3.7)cycloalkyl, (Ci.i4)alkyl substituted by (C3.7)cycloaikyl, -ORa -SRa, 

-NO2, halo or (Ci^)alkyl-C(O)-; aryl, aryl-(Ci.i2)alkyl-, amino(Ci.i6)alkyl- or mono- or dl- 

(Ci^)alkylamino(Ci.i6)alkyl; 
Ra Is H, (Ci.i8)alkyi, aryl, or (Ci.i6)alkyl substituted by (C3.7)cycloatkyl, aryl, -OH, -0-(Ci^)alkyl 

or haio; 

R2, R3, R4 and R5 are Independently hydrogen or (Ci.i8)alkyl, R5 Is also phenyl or (Ci.i6)aikyl 
which is substituted by phenyl, wherein there Is no more than a total of 18 carbon 
atoms in the combined R2, R31 R4 and Re alkyl substituents, or Ra and R4 together or R3 
and R5 together form an acetai group; 

R6 is hydrogen or {C^^) alkyl; 

R7 is H, (Ci.i8)alkyl, phenyl, pyrldyl, (Ci.i8)alkyl substituted by (C3.7)cycloalkyl, -ORx, N3, 
halo, -N(Rx)2i Rx. -0-(Ci^)aIkyl, -OC(OHCi-i6)alkyl or pyrldyl; -Y-IRb or a substituent of 
formula Ha or Ilia 



wo 2005/014574 



56 



PCT/EP2004/008284 




Ila Ilia 



wherein 

R9 is from 0 to 3 substituents selected from (Ci4)all<yi, -OR^, -SR., -NO2. Iialo. -N3, (Ci. 
i2)all<ytC(0)-, mono- or di-(Ci^)allcylamlno, amIno(Ci.i6)ancyl-, mono- or dl-(Ci. 
4)all(ylamlno(Ci.ie)ali(yt. (CIH2)o.rC5.7cycioail<yi, (CH2)o.2-heterocyclic. (Ct-l2)o.2-C5.7aryl. 
or (CI-l2)o.2-iieteroaryi; 

Y is a iinldng group selected from -(Ci.io)alkyi-, -(Co.io)alkylene-CO-N(RxHCo.io)all<ylene-, 

-(Co.io)all<ylene-N(Rx)-CC)-(Co.io)aIkylene-, -(Co.io)alkylene-CO-0-(Co.io)alkylene-, -(Ci. 

io)alkylene-0-C(0)-(Ci.io)alkylene-, -(Co.io)alkylene-CO-(Co.io)alkylene-, -(Co. 

io)alkylene-(Rx)N-CO-0-(Co.io)alkylene-.-(Co.io)alkylene-0-CO-(Rx)N-(Co.io)alkylene-or 

-(Co.i8)alkylene-arylene-(Co.i8)alkylene-; 
Rx is H, (Ci^)alkyl or phenyl; 

IRb Is (Ci.i6)alkyl or (Ci.ie)alkyl which is substituted by (C3.7)cycloalkyl, -ORx, N3, halo, 
-N(Rx)2. -0-(C,4,)alkyi, -0C(0).(C,.i6)alkyl or pyridyl; 

R8 is H, halo, -N3, (Ci.i6)alkyl, -Z-(Ci.i6)a!kyi, (Ci.i8)alkyl substituted by (C3-7)cycloalkyl, -N3, 
-N(Rx)2. -Z-het, -ORa or -SRa, -Z-(C^t6)alkyl substituted by (C3.7)cycloalkyl, -N3, -N(Rx)2, 
-Z-het, -OF^ or -SRa, -0(Ci.i6)alkylene-N3, -0(Ci.i6)alkylene-N(Rx)2, -(C(«)alkylene- 
OC(0)-(Ci.i6)alkyl,-(CM)alkylene-(0)C-0-(Ci.i6)a[kyl, -(C<w)alkyl6ne-OC(0)-(C3. 
7)cycloalkyl, -(C(w)alkylene-(0)C-0-(C3.7)cycloalkyl, pyridyl, -0C(0)0(Ci.i2)aIkyl, -O 
CO-X-Rz, or -O-C0-(CH2)m-O-(CH2)m-X-i^ wherein X is a direct bond, (Ci.i2)alkylene. 
(Ci.i2)alkenylene or (Ci.i2)alkynylene and Rz is H, (C3^)cycloalkyl, phenyl, phenyl 
substituted by one or more of chloro, methoxy. (Ci.ia)alkyl or (Ci.i8)alkoxy, pyn-oiyl, 
furanyl, thiofliranyl, indoiyi, benzofuranyl, benzothiofuranyl or pyridyl and each m is 
independently a number from 0 to 13, -Z-het, -ORa, -SRa, mono- or di-(Ci. 
4)alkyiamino. amino(Ci.is)alkyl-, mono- or dl-(Ci^)alkylamino(Ci.i6)alkyl, -Z-Si((Ci. 
6)alkyl)3 or a subsQtuent selected from the following two formulae: 
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Z is a direct bond, -(Ci.i2)alkylene-. -(Ci.i2)alkylene-0-, -0-(Ci.i2)alkylene-. -(Ci.i2)alkylene- 
N(Rx)-. -N(RO-, -N(RxHCi-i2)allcylene-, -N(Rk)-C(OK -N(R«)-C(OHCi.i2)alkylene-. 
-(Ci.i2)alkylene-N(R«)-C(0)-.-(Cw)alkylene-N(R^C(0HCi^)alMene-.-(Ci.ia)alM^ 
CO-N(Rx)-. -CO-N(R0-(Ci.i2)alkyIene-. -(C«)alkylene-CO-N(RxHCi^)alkylene-, -CO- 
N(Rx)-, -(Ci.i2)allcyIene-C0-0-, -(Ci.i2)alkylene-0-C(0K -OC(OHCi.i2)alkylene-, 
-C(0)-0-(Ci.i2)alkylene-. -(Ci.i2)alkylene-CO-, -(Ci^)a!lcylene-CO-(Cw))alkylene-. -CO- 
(Ci.«)alkylene-, -C(0)-, -N(Rx)-C(0)-0-. -N(Rx)-C(0)-0-(Ci.i2yalkylene-. -(Ci. 
i2)alkylene-N(Rx)-C(0)-0-, -(Cw)alkylene-N(Rx)-C(0)-0-(Ci^)alkylene-, -(C,. 
i2)alkyiene-0-CO-N(Rx)-, -0-C0-N(RxHCi.i2)alkyIene-, -(Ci^)allcylene-O-CO-N(Rx)- 
(Ci^)alkylene-, -0-CO-N(Rx)-, -0-CO-0-, -(Ci.i2)alkylene-C>-C0-0-, -0-CO-O-(Ci. 
i2)alkylene- or -(Ci^)alkylene-0-C(0)-0-(Ci^)alkylene-; 

Zi is a direct Iwnd, -(Ci.i2)all«ylene-, -0-(Ci.,2)allcylene-, -N(Rx)-(Ci.i2)aiicylene-, -N(Rx)-C(0)- 
(Ci.i2)ail<ylene-,-(CM)ailcyIene-N(Rx)-C(OHCM)ali<ylene-,-CO-N(RxHCi.i2)ail<ylen 
-(Ci<)ailcylene-CO-N(RxHCi^)ail<ylene-, -OC(OHCM2)ail<yiene-, -C(0)-0-(Ci. 
i2)alkylene-, -(Ci<)all«ylene-CO-(Ci<))all<ylene-, -CO-(Ci.i2)all<yIene-, -C(0)-, -N(Rx)- 
C(0)-0-(Ci.i2)ailcylene-, -(Ci<)all<ylene-N(Rx)-C(0)-0-(Ci^,)ali«ylene-, -O-CO-N(Rx)- 
(Ci.i2)all<ylene-, -(Ci^)aii<ylene-0-CO-N(RK)-(Ci^)allcylene-, -0-C0-0-(Ci.i2)ailcyiene- 
or -(Ci4)allcylene-0-C(0)-0-(Ci4)aii<ylene-; 

R10 is from 0 to 3 substituents seiected from liydroxy, iiaio, -(Ci.i7)all<yi, -0-(Ci.i7)aii<yl, 
-(CH2)i.e-C3.r-cycioaIicyi, -(CI-l2)o.io-aryi or -(CH2)o.io -iiet; 

h&t is a heterocyciic or lieteroaromatic ring; 

pis 1-18; 

with the proviso that when n Is 2 and Ri is (Ci^)ail<yI-CH=CH- or (C«)cycioaII«yi-CH=CH- 
then Rt is not H or (Ci^)ail<yl or Rs is not -O-CO-X-Rz or -0-CO-(CH2)m-0-(CH2)m-X- 
Rz where X is a direct bond, (Ci.i2)ail(ylene, (Ci.i2)ali<enyiene or (Ci.i2)ail(ynylene and 
Rz is H. (C34)cycioaiicyi, phenyl, phenyl substituted by one or more of chioro, methoxy. 
(Ci.i8)alkyl or (Ci.i8)alkoxy, pyrroiyi, furanyi, thiofuranyl, indoiyi, benzoftiranyi, 
benzothiofuranyl or pyridyl and each m is independently a number from 0 to 13, and 
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With the further proviso that Rs is not -OH when n is 2, R7 is H or methyi and Ri is 3- 
methylbut'1 <«nylene. 

2. A compound as daimed In daim 1 , or a sait thereof, wherein: 
ni8 2; 

RI is Xr(Ci4) allcyi-. XHCj^) ali(enyiene-. XHC3.7)cycloall(yl-. or Xi-(C3.7)cydoall(ane-(Ci. 
3)alkylene-; 

Xi is H. (Ci.i2)alkyl, (C3.7)cydoall(yl, -(Ci.i2)atkyl substituted by (C3.7)cydoalkyi. -OR.; -SR.. 

-NO2, halo or (Ci.i2)alkylC(0)-; aryl, aryl-(Ci.i2)alkyl- or -ORa; 
X2 is H. (Ci.i2)alkyl. (C3-7)cydoalkyl. -(Ci.i2)alkyl substituted by (C3.7)cyck>alkyi, -OR.. -Si^, 

-NO2, halo or (Ci.i2)alkylC(0)-. aryl, aryl-(0i.i2)alkyl-; 
Ra is H, (Ci.i6)alkyl, aryl-. or (Ci.i8)alkyl substituted by (C3.7)cydoalkyl or aryl; 
R2, R3, and Rs are independentiy hydrogen or (CM)alkyl, wherein there is no more than a 

total of 8 carbon atoms, especially no more than 4 cart>on atoms, in the combined Ra, 

1^, and R5 alkyi substituents; 
R6 Is hydrogen or (Ci^) alkyi; 

R7 is H, (Ci^)alkyl, Rx, (Ci.i8)alkyl substituted by (G3.7)cycloalkyi, -ORx. N3. halo, -N(Rx)2, -O- 
(Ci4)alkyl. -OC(0H0i.ie)alkyl or pyridyi; or a substituent of fomnula lia or Ilia 



R9 Is from 0 to 3 substituents selected from (Ci^)alkyl, -ORa, -SRa, -NO2. halo, or -N3; 

Y is a linking group selected from -C(0)N(Rx)-, -C0-0-, -(Ci.i2)alkylene-C0-0-, -CO-0-(Ci. 

i2)alkylene-, -(Ci.io)alkylene-CO-0-(Ci.io)alkylene-, -(Ci.io)aikylene-0-C(0)-(Ci. 

io)alky!ene-, -CO-, -(Ci.i2)alkylene-CO-, -CO-(Ci.i2)alkylene-, -(Ci.io)alkylene-CO-(Ci. 

io)aikylene-, -(Ci.i2)alkylene-(Rx)N-CO-, -(Ci.io)a!kylene-(Rx)N-CO-0-(Ci.io)alkylene-, or 

-(Co.i2)alkylene-arylene-(Co.i2)alkylene-; 
Rx Is H, (Ci^)aikyl or phenyl; 

R8 is -N3, (Ci.i8)alkyl, -Z-(Ci.i6)alkyl, (Ci.i6)alkyl substituted by (C3.7)cydoalkyl, -N3, or 

-N(Rx)2; -Z-(Ci.i6)alkyI substituted in the alkyi portion by (C3.7)cycloalkyI, -N3. or -N(Rx)2. 
-(Co^)alkylene-(0)C-0-(Ci.i6)alkyi, or a substituent selected from tiie following two 
formulae: 




lla 



lila 
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Z 



,R10 



Rx 




or 



Z is a direct bond. -(C,.i2)all<ylene-, -N(RK)-C(Oh -N(Rx)-C(0)-(CM2)ail<ylene-, -(Ci. 

i2)alkylene-N(Rx)-C{0)-, -(CM)all<ylene-N(Rx)-C(OHCi^i)all<ylene., -(Ci.i2)alkylene-C0- 
N(Rk)-. -C0-N(RxHCi.i2)alkylene-, -(CM)alkylene-CO-N(R«HCi<)alkylene-, -CO- 
N(Rx)-, -C(0)-0-(Ci.i2)alkylene-. -C0-(Ci.i2)alkyiene-. -C(0)-, -N(R;,)-C(0).O-, -N(Rx)- 
C(0)-0-(Ci.i2)alkylene-, -(Ci.i2)alkylene-N(R«)-C(0)-0-, -(Ci4i)alkylene-N(Rx)-C(0)-0- 
(CM)alkylene-. -(Ci.,2)aikylene-0-C0-N(RK)-, -0-C0-N(Rx)-(Ci.i2)alkylene-, -(Ci. 
a)alkylene-0-C0-N(Rx)-(Ci4)alkylene- or -O-CO-N(Rx)-: 

Zi is a direct tx>nd, -(Ci.i2)aikylene- or -C(0)-: 

R10 is from 0 to 3 substituents selected from liydroxy, haio, -(Ci.i7)aikyl, -0-(Ci.i7)aikyl, 

-(CH2)i.e-C3.7-cycloalkyl, -(CH2)o.io-aryl or -(CH2)o.io -iiet; and 
hat is pyridyi. 

3. A compound as claimed in claim 1, or a salt thereof, wherein: 
R1 is (Ci4 alkyi)-ethenylene-; 

R2, R3 and R4, independently are hydrogen or (Ci^) alkyi, wherein there is no more than a 

total of 4 carbon atoms In the combined R2. R3, R4 and R9 alkyi substituents: 
R5l8(Ci^)alkyl: 
R6 Is hydrogen or methyl: 
R7 is H or (Ci4)alkyl; 

R8 is H, -N3. (Ci.ie)aikyl. -Z-(Ci.ie)alkyI, (Ci.i6)aikyl substituted by (C3.7)cycloalkyl. -N3. or 
-N(Rx)2: or -Z-(Ci.i6)alkyl substituted iii the alkyi portion by (C3.7)cycloalkyl, -N3, or 
-N(Rx)2: 

R9 Is (CH2)(«-C5.7 cycioaikyi, (CH2)«wC6.7 hetero-cyciic. (CH2)o.2-C6.7 aryl. or (CHaWC^ 

hetero-aryl; 
X is (C1.12) alkylene or (C2.12) aikenylene: 

RIO is from 0 to 3 substituents selected from hydroxy, halo. -(Cm)alkyl, -0-(Ci4,)alkyl. 

-(CH2)i^3.7 -cycioaikyi, -(CH2)o.i(raryl or -(CH2)o.io -het: 
het Is pyridyi; 
n is 2. 
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4. A compound as claimed in claim 1, or a salt thereof, wherein: 
R1 is -CH=CH-/-propyl or -CH=CH-f-butyl; 

X2i8H; 

R21 Rat R4i and Rs independently are hydrogen or methyl; 

R6 is hydrogen; 

R7 is H or (Ci^) alkyi; and 

nis 2. 

5. A compound as claimed In claim 1 , or a salt thereof, wherein: 
Ri is Xi-(C3.7)cycloall(ane-(Ci^)alkylene- or Xr(CM)cycloalkene-; 
Xi is hydrogen; 

X2 is hydrogen; 

R2» R3. R4i and R5 independently are hydrogen or methyl; 
Re Is hydrogen; 
^. R7 is H or (Ci^) alkyI; 
Rb is hydrogen; and 
nis 2. 

6. A pharmaceutical composition comprising a compound of formula I according to any one 
of claims 1-5, or a pharmaceuticaliy acceptable salt thereof. 

7. The pharmaceutical composition of claim 6 comprising a phanmaceuticaily acceptable 
canleror diluent 

8. Use of a compound of formula I according to any on of claims 1-5, or a pharmaceuticaliy 
acceptable salt thereof, for the treatment of cancer. 

9. Use of a compound of formula I according to any on of claims 1-5, or a pharmaceuticaliy 
acceptable salt thereof for the preparation of a pharmaceutical composition for the treatment 
of cancer. 

10. A process to prepare the compound of the fomnula I: 
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(I) 



or a salt thereof, wherein 
n is 0, 1 or 2; 

R1 is H, Xi-(Cm) allcyl-, (Ci.i2)aikyiC(0K XHCj^) aikenylene-, X^Cm) allcynyiene-, X,-(C3. 

9)cycloallcyl-, X2-(C34)cycloaii<ene-, Xi-aryl-, Xi-(C3.7)cycloait(ane-(Ci4)allcylene-. X2- 

(C3.7)<^cloaikene-(Ci4)an<yiene-, or Xi-aryl-(Ci4)aikylene-; 
Xi is H, (Ci.i4)alkyl. (C3.7)cycioallcyl. (Ci.i4)aikyl substituted by (C3.7)cycloailcyl, -ORa, -SIRe. 

-NO2, hak) or (Ci4)aikylC(0)-: aryl, aryl-(Ci.i2)alkyl-, -ORa. -SRa. -NO2, hato, (Ci. 

i2)alkyl-C(OK mono- or dl-(CM)aikyiamino, amino(Ci.i6)aikyi-, or mono- or dKCi. 

4)alkylainino(Ci.i6)alkyl; 
X2 is H. (Ci.i4)alkyi. (C3.7)cycioalkyl. (Ci.i4)alkyi substituted by (C3.7)cycloalkyl. -OR. -SR.. 

-NO2, halo or (Ci4)alkyl-C(0)-; aryl, aryl-(Ci.i2)alkyl-, amlno(Ci.ie)alkyl- or mono- or di- 

(CM)alkylamino(Ci.ie)alkyl; 
Ra is H. (Ci.i8)alkyl. aryl. or (Ci.i8)alkyi substituted by (C3.7)cycloalkyl, aryl, -OH, -0-(Ci4)alkyl 

or halo; 

Rz. Ra. R4 and Rs are independently hydrogen or (Ci.i8)alkyl, Rs is also phenyl or (Ci.i6)alkyl 
which is substituted by phenyl, wherein there is no more than a total of 18 carbon 
atoms In the combined R2, R3. R4 and Rs alkyl substituents, or Ra and R4 together or R3 
and R5 together fomi an acetai group; 

R6 is hydrogen or (Ci^) alkyi; 

R7 is H, (Ci.i8)alkyi, phenyl, pyridyl, (Ci.ie)aikyi substituted by (C3-7)cycloaikyl, -ORx, N3. 

hato. -N(Rx)2, Rx. -0-(Ci<)aikyl, -OC(0)-(Ci.ie)aikyl or pyridyl; -Y-Rb or a substituent of 
formula lla or Ilia 




lla ilia 
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wherein 

R9 is from 0 to 3 substituents selected from (Ci^)alkyl, -ORa, -SR*. -NO2. halo, -Ns. (Ci. 
i2)alkylC(0)-, mono- or dl-(CM)alkylamlno, amlno{Ci-ie)alkyl-, mono- or dl-(Ci. 
4)alkylamlno(Ci.ie)alkyl, (CHaWCs-Tcycloalkyl, (CH2)o.rheterocyclic. (CHzWCe-Taryl, 
or (CH2)o-2-heteroaryl; 

Y is a linking group selected from -(Ci.io)alkyl-, -(Co.io)alkyiene-CO-N(Rx)-(Co.io)alkylene-, 

-(Co.io)alkyiene-N(Rx)-CO-{Co.io)alkylene-, -(Co.io)alkylene-CO-0-(Co.io)alkylene-. -(Ci. 

io)alkylene-0-C(0)-(Ci.io)alkylene-, -(Co.io)alkylene-CO-(Co.io)alkyiene-, -(Cq. 

io)alkylene-(Rx)N-CO-0-(Co.io)alkylene-, -(Co.io)alkylene-0-CO-(Rx)N-(Co.io)alkylen6- or 

-(Co.i8)alkylene-arylene-(Co.ia)aikylene-; 
Rx is l-i, (Ci^)aikyl or phenyl; 

Rb is (Ci.i6)alkyi or (Ci.ie)alkyl which is substituted by (C3.7)cycloalkyl, -ORx, N3, halo, 
-N(Rx)2, -0-(Ci^)alkyl, -OC(OHCi.i6)alkyl or pyridyl; 

R8 is H, halo, -N3, (Ci.ie)alkyl, -Z-(Ci.i6)alkyl, (Ci.i6)alkyl substituted by (C3.7)cyctoalkyl, -N3, 
-N(Rx)2. -Z-het. -ORa or -SRa, -Z-(Ci.i6)alkyl substituted by (C3.7)cycloalkyl, -N3, -N(Rx)2. 
-Z-het, -ORa or-SF^, -0(Ci.ie)alkylene-N3, -0(Ci.i6)aikylene-N(Rx)2, -(CM)aikylene- 
0C(0)-(Ci.i6)alkyl, -(CM)alkylene-(0)C-0-(Ci.i6)alkyl, -(CM)alkylene-OC(OHC3. 
7)cycloalkyl, -(CM)aikylene-(0)C-0-(C3-7)cycloalkyl, pyridyl, -0C(0)0(Ci.i2)alkyl, -O- 
CO-X-Rz, or-0-CO-(CH2)m-0-(CH2)m-X-Rz wherein X is a direct bond. (Ci-i2)alkyiene, 
(Ci.i2)alkenylene or (Ci-i2)alkynylene and R^ is H, (C3.9)cycloalkyl, phenyl, phenyl 
substituted by one or more of chloro, methoxy, (Ci.i8)alkyl or (Ci.i8)alkoxy, pyn^olyl, 
furanyl, thiofuranyl, indolyl, benzofuranyl, benzothiofuranyl or pyridyl and each m is 
independently a number from 0 to 13, -Z-het, -ORa, -SRa, mono- or dl-(Gi. 
4)alkylamino, amino(Ci.i6)alkyl-, mono- or di-(Ci^)a!kylamino(Ci.i6)alkyl, -Z-Si((Ci. 
6)alkyl)3 or a substituent selected from the following two formulae: 




Z is a direct bond, -(Gi.i2)alkylene-, -(Ci.i2)alkylene-0-, -0-(Ci.i2)alkylene-, -(Ci-i2)alkylene- 
N(Rx)-, -N(Rx)-, -N(RxHCi.i2)alkylene-. .N(Rx)-C(0)-, -N(Rx)-C(0).(Ci.i2)alkylene-, . 
-(Ci.i2)alkylene-N(Rx)-C(0)-, -(Ci^)alkylene-N(Rx)-C(0)-(Ci-8)alkylene-, -(Ci.i2)alkylene- 
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CO-N(Rx)-. -CO-N(RxHCi.i2)aIkylene-, -(Ci^)alkylene-CO-N(RxHCi^)alkyIeno-, -CO- 
N(Rx)-. -(Ci.i2)alkylene-COO-, -(Ci.,2)alkylene-0-C(0)-. -OC(OHCi.i2)alkylene-, 
-C(0)-0-(Ci.i2)alkylene-, -(Ci.i2)alkylene-CO-, -(Ci^)alkylene-CO-(Ci^))alkylene-, -CO- 
(Ci.i2)alkylene-. -C(0)-. -N(Rx)-C(0)-0-. -N(Rx)-C(0)-0-(C,.i2)alkylene-, -(Ci. 
,2)alkytene-N(Rx)-C(0)-0-.-(Ci^)alkylene-N(Rx)-C(0)-0-(Ci^)alkylene-. -(Ci. 
,2)alkylene-0-CO-N(Rx)-,-0-CO-N(Rx)-(Ci.i2)alkylene-, -(Ci4j)alkylene-0-CO-N(Rx)- 
(Ci^)alkylene-, -O-CO-N(Rx)-, -0-C0-0-, -(Ci.i2)alkylene-0-C0-0-, -0-CO-0-(Ci. 
i2)alkylene- or -(Ci4)alkylene-0-C(0)-0-(Ci4)alkylene-; 

Zi Is a direct bond, -(Ci.i2)alkylene-, -0-(Ci.i2)alkylene-, -N(Rx)-(Ci.i2)alkylene-, -N(Rx)-C(0)- 
(Ci.i2)alkylene-, -(Ci^)aIkylene-N(Rx)-C(0)-(Ci.8)alkylene-, -C0-N(Rx)-(Ci.i2)alkyIene-, 
-(Ci^)alkytene-CO-N(RxHCi^)alkylene-,-OC(OHCi.i2)alkylene-, -C(0)-0-(Ci. 
i2)alkylene-, -(Ci^)alkyIene-CO-(Ci^))alkylene-, -CO-(CM2)alkylene-, -C(0)-, -N(Rx)- 
C(0)-0-(Ci.i2)alkylene-, -(Ci4>)alkylene-N(Rx)-C(0)-0-(Ci^,)alkylene-. -O-CO-N(Rx)- 
(Ci.i2)alkylene-, -(Ci^)alkylene-0-CO-N(Rx)-(Ci^)alkylene-, -0-C0-0-(Ci.i2)alkylene- 
or-(Ci^)alkylene-0-C(0)-0-(Ct^)alkylene-; 

R10 is from 0 to 3 substltuents selected from hydroxy, halo, -(Ci.i7)alkyl, -0-(Ci.i7)alkyi, 
-(CH2)i^3.7-cycIoalkyl, -(CH2)o.io-aryl or -(CH2)o.io -het; 

het is a heterocyclic or heteroaromatic ring; 

pis 1-18; 

with the proviso that when n is 2 and Ri is (Ci^)alkyl-CH=CH- or (C3^)cycloalkyl-CH=CH- 
then Rt Is not H or (Ci^)alkyl or Re is not -0-CO-X-F?z or -0-CO-(CH2)m-0-(CH2)m-X- 
Rz where X Is a direct bond, (Ci.i2)alkylene, (Ci.i2)alkenylene or (Ci.i2)alkynylene and 
Rzis H, (C3.9)cycloalkyl, phenyl, phenyl substituted by one or more of chloro, methoxy. 
(Ci.i8)alkyl or (Ci.i8)alkoxy, pyrrolyf, furanyl, thlofuranyl, Indolyl, benzofuranyl, 
benzothiofuranyl or pyridyl and each m Is independently a number from 0 to 13, and 
with the further proviso that Rs is not -OH when n is 2, Rr is H or methyl and Ri is 3- 
methyibut-1 -enylene; 

comprising the following steps: 

(a) reacting the compound of formula VI or an add addition salt thereof 
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Wherein R7 and Rs are defined alcove, with the compound of fonnula VII 

VII 

wherein Ri and R5 are defined above, to form a compound of formula VIM 



^" ;and 
(b) hydrolyzing the compound of formula Vill. 

11. The process as claimed in dalm 10, wherein step (a) is conducted in a polar organic 
solvent or in the presence of a weak base and a polar organic solvent. 



12. The process as claimed in claim 10, wherein the compound of VI 11 is prepared by 
reacting the compound of XI 



OH 



Wherein Ri, Rs and R? are defined in claim 10, with an acid chloride in the presence of a 
base and a solvent. 



13. The process as claimed in claim 12, wherein the acid chloride is of the formula R12COCI, 
wherein R12 is an appropriate substituent based on the definition of Ra; the base is 
triethyianime and the solvent Is dichloromethane. 
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14. The process as claimed In claim 10, wherein the compound of VIII is prepared by 
reacting the compound of XI 



wherein Ri, Rs and R7 are defined in claim 1 1 , with a carboxyiic acid in the presence of a 
carboxylic acid coupling agent and an activating agent 

15. The process as claimed in claim 14, wherein the carboxylic acid is of the formula 
R12COOH wherein R12 is an appropriate substituent based on the definition of Re; the 
carboxylic acid coupling reagent is 1-(3-dimethylaminopropyl)-3-ethyicarbodiimide 
hydrochloride and the activating agent Is 4-dimethyaminopyridine. 

16. The process as claimed in claim 10 wherein the compound of formula VII is prepared by 
cleaving the compound of formula XXXIII 



reacting the compound of XXXIV with an organometailic compound in the presence of a 
solvent mixture. 

17. The process as claimed in claim 16, wherein cleaving the compound of formula XXXIll is 
carried out in the presence of a periodate salt in a solvent. 





wherein Rq is defined in claim 10, to obtain the compound XXXIV 
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18. The process as claimed in daim 17, wherein the periodate salt Is sodium periodate and 
the solvent Is methanol. 

19. The process as claimed in daim 16. wherein the organometallic compound is an 
organochromium compound, and the solvent mixture comprises of a polar organic solvent 
and an inert organic solvent 

20. The process as claimed in daim 19, wherein the polar organic solvent is N.N- 
dimethylformamide and the inert organic solvent is tetrahydrofuran. 

21. A process to prepare the compound of the formula I: 




(I) 



or a salt thereof, wherein 
n is 0, 1 or 2: 

R1 Is H, Xi-<Ci.e) alkyi-, (Ci.i2)all(ylC(0)-. Xz^Cta) alkenylene-, X2-(C2.4) alkynylene-. XHCs. 

9)<^doalkyl-, X2-(C3.9)cydoalicene-, Xi-aryK Xi-(C3.7)cydoalkane-(Ci4)alkylene-, Xr 

(C3.7)cydoalkene-(Ci4)allc^ene-, or Xi-aryl-(Ci.6)alkylone-; 
Xi is H, (Ci.i4)alkyl, (C3.7)cydoalkyl, (Ci.i4)alkyi substituted by (C3.7)cydoalkyl, -ORa. -SRa, 

-NO2, halo or (Ci4^lkylC(0)-; aryl, aryl-(Ci.i2)alkyl-, -OR., -SR., -NO2. halo. (Ci. 

i2)alkyl-C(0)-, mono- or dKCi.4)alkylamino. amlno(Ci.i6)alkyl-, or mono- or dl-(Ci. 

4)alkylamino(Ci.i6)alkyi; 
X2 is H, (Ci.i4)alkyt, (C3.7)cydoalkyl. (Ci.i4)alkyl substituted by (C3.7)cydoalkyl, -ORa -Sl^, 

-NO2, halo or (Ci^)alM-<^(0)-: aryl, aryi-(Ci.i2)alkyl-. amino(Ci.i6)alkyl- or mono- or di- 

(Ciw()alkylamino(Ci.i6)aikyl: 
Ra is H, (Ci.iB)alkyl, aryl, or (Ci.ia)alkyl substituted by (C3-7)cycloalkyl, aryl, -OH, -0-(Ci4)alkyl 

or halo; 
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B», Rs. R4 and Re are independently hydrogen or (Ci.ie)allcyli ^ Is also phenyl or (Ci.ie)allcyl 
which is sut>stituted by phenyl, wherein there Is no more than a total of 18 carbon 
atoms In the combined i^, Ra, R4 and R5 aOtyl substltuents. or R2 and R4 together or Rs 
and Re together fonn an acetal group; 

R6 is hydrogen or (C14) alkyl; 

R7 is H, (Ci.i8)allcyl. phenyl, pyridyl, (Ci.iB)alkyl substituted by (C3.7}cycloall(yl, -ORx, Na, 
halo. -N(Rx)2. Rx. -0-(Ci4)allcyl. -OC(OHCi.i6)alkyl or pyridyl; -Y-Rb or a substltuent of 
fomnuia lla or Ilia 

lla ilia 

wherein 

R9 is from 0 to 3 substltuents selected from (Ci^)all<yl, -ORa, -SRa, -NO2, lialo, (Ci. 
i2)alkylC(0)-, mono- or dl-(CM)all^lamlno, amino(Ci.ie)alkyl-, mono- or di-(Ci. 
4)alkylamino(Ci.i6)alkyK (CH2)o.2-C5.7cycloallcyl, (CH2)o.2-li6terocyclic, (CH2WC5.7aryl, 
or (CH2)o.2-heteroaryl; 

Y Is a linking group selected from -(Ci-io)alkyl-, -(Co.io)alkylene-CO-N(Rx)-(Co-io)alkylena-, 

-(Co-io)alkylene-N(Rx)-CO-(Co-io)alky!ene-, -(Co.io)alkyiene-CO-0-(Co.io)alkylene-, -(Ci. 

io)alkylene-0-C(0)-(Ci-io)alkylene-, -(Co.io)alkylene-CO-(Co.io)alkylene-, -(Co. 

io)alkylene-(Rx)N-CO-0-(Co.io)alkylene-, -(Co-io)alkylene-0-CO-(Rx)N-(Co-io)alkylene- or 

-(Co.i6)alkylene-arylene-(Co.i8)aikylene-; 
Rx is H, (Ci-4)alkyl or phenyl; 

Rb Is (CMe)alkyl or (Ci.i6)alkyl which Is substituted by (C3.7)cycloalkyl, -ORx, N3, halo, 
-N(Rx)2. -0-(Ci-6)alkyl, -OC(0)-(Ci.ie)alkyl or pyridyl; 

R8 is H, halo, -N3, (Ci.i6)alkyl, -Z-(Ci.ie)alkyl, (Ci.ie)alkyl substituted by (C3.7)cycloaikyl, -N3, 
-N(Rx)2, -Z-het, -ORa or -SRa, -Z-(Ci.i6)alkyl substituted by {C3-7)cycloalkyl, -N3, -N(Rx)2, 
-Z-het, -ORa or -SRa, -0(CM6)alkylene-N3, -0(Ci-i6)alkylene-N(Rx)2, -(CM)alkylene- 
0C(0)-(Ci.i6)alkyl, -(CM)alkylene-(0)C-0-(Ci.i6)alkyl. -(CM)alkylene-0C(0)-(C3. 
7)cycloalkyl, -(CM)alkylene-(0)C-0-(C3-7)cycloalkyl, pyridyl, -0C(0)0(Ci.i2)alkyl, -O- 
CO-X-R2, or -0-CO-(CH2)m-0-(CH2)m-X-Rz wherein X is a direct bond, (Ci.i2)alkylene, 
(Ci.i2)alkenylene or (Ci.i2)alkynylene and Rz is H, (C3.9)cycloalkyl, phenyl, phenyl 
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substituted by one or more of chioro, methoxy, (Ci.i8)alkyl or (Ci.i8)alkoxy, pyrrotyl, 
furanyl, thiofuranyl, indolyl, benzofuranyl, benzothiofuranyl or pyridyt and each m is 
independently a number from 0 to 13, -Z-het, -ORa, -SR,, mono- or di-(Ci. 
4)all<ylamino. amino(Ci.ie)ail<yi-, mono- or di-(Cm)allcyiamino(Ci.ie)ali<yi, -Z-Si((Ci. 
e)ail(yl)3 or a substituent seiected from ttie foiiowing two fomnuiae: 




Z is a direct bond, -(Ci.i2)aii(ylene-, -(Ci.i2)aii<yiene-0-, -0-(Ci.i2)all<yiene-, -(Ci.i2)ailcylene- 
N(Rx)-. -N(R«)-, -N(Rx)-(Ci.i2)all<yiene-, -N(Rx)-C(0)-, -N(Rx)-C(0)-(Ci.i2)ali<ylene-. 
-(Ci.i2)all<yiene-N(Rx)-C(0)-, -(Ci^)aii<yiene-N(Rx)-C(0)-(Ci^)all<yIene-, -(Ci.i2)aii<yiene- 
CO-N(Rx)-, -C0-N(Rx)-(Ci.i2)alltyiene-, -(Ci^)ail<ylene-CC)-N{Rx)-(Ci^,)all<yiene-, -CO- 
N(Rx)-, -(Ci.i2)aii<yIene-C0-0-, -(Ci.i2)aIi<ylene-0-C(0)-, -OC(OHCi.i2)all<yiene-, 
-C(0)-0-(Ci.i2)aiicyIene-, -(Ci.i2)allcyiene-CO-, -(Ci4)aii<ylene-CO-(Ci4))ali<ylene-, -CO- 
(Ci.i2)aii<ylene-, -C(0)-, -N(Rx)-C(0)-0-. -N(Rx)-C(0)-0-(Ci.i2)all<yiene-, -(Ci- 
i2)alltylene-N(Rx)-C(0).0-. -(Ci^)alkylene-N(Rx)-C(0)-0-(Ci^)all<ylene-, -(Ci. 
i2)aikyiene-0-CO-N(Rx)-,-0-CO-N(Rx)-(Ci.i2)aikylene-, -(Ci4)alkylene-0-C0-N(Rx)- 
(Ci4)aikyiene-, -O-CO-N(Rx)-, -0-C0-0-, -(Ci.i2)alkylene-0-C0-0-, -0-CO-0-(Ci. 
i2)aikylene- or -(Ci4)alkylene-0-C(0)-0-(Ci^)alkylene-; 

Zi is a direct bond, -(Ci.i2)aikylene-, -0-(Ci.i2)aiky!ene-, -N(Rx)-(Ci.i2)alkylene-, -N(Rx)-C(0>- 
(Ci.i2)alkylene-, -(Ci4)alkylene-N(Rx)-C(0)-(Ci^)alkylene-, -CO-N(Rx)-(Ci.i2)alkylene-, 
-(Ci^)aikylene-CO-N(Rx)-(Ci^)aikylene-, -OC(OHCi.i2)aikylene-, -C(0)-0-(Ci. 
i2)alkyiene-, -(Ci^)alky!ene-CO-(Ci^))alkylene-, -C0-(Ci.i2)a!kylene-, -C(0)-, -N(Rx)- 
C(0)-0-(Ci.i2)alkyIene-, -(Ci4,)alkyiene-N(Rx)-C(0)-0-(Ci^)alkylene-. -O-CO-N(Rx)- 
(Ci.i2)alkylene-, -(Ci^)alkylene-0-CO-N(RxHCi^)alkylene-, -0-C0-0-(Ci.i2)aikylene- 
or -(Ci^)alkylene-0-C(0)-0-(Ci^)alkyiene-; 

R10 is from 0 to 3 substituents selected from liydroxy, ha\o, -(Ci.i7)aikyl, -0-(Ci.i7)alkyi, 
-(CH2)i^C3.7-cycloalkyl, -(CH2)o.io-aryl or -(Chi2)o.io -iief 

iiet is a heterocyclic or heteroaromatic ring; 

p Is 1-18; 

with ttie proviso that when n is 2 and Ri is (Ci^)aikyl-CH=CH- or (C3^)cycloalkyl-CH=CH- 
then Rr is not H or (Ci^)aikyl or Re Is not -0-CO-X-Rz or -0-CO-(CH2)m-0-(CH2)m-X- 
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Rz Where X is a direct bond, (Ci.i2)alkylene, (Ci.i2)alkenylene or (Ci.i2)alkynylene and 
Rz is H, (C34)cycloalkyi, phenyl, phenyl substituted by one or more of chloro. nriethoxy, 
(Ci.ie)atkyl or (Ci.i8)aikoxy, pynrolyl, furanyl, thiofuranyl, indolyl. benzofuranyl, 
benzothiofuranyl or pyridyl and each m is independently a number from 0 to 13, and 
with the further proviso that Ra is not -OH when n is 2, R7 Is H or methyl and Ri Is 3- 
methylbut-1 -enyiene; 

comprising the following steps: 

(a) reacting a compound of formula XLI 




f 



wherein Ri and R5 are defined above, P2 and P4 are protective groups, and R"' is a 
(Ci^)aikyl, with the compound of formula VI 




R8 



wherein R7 and Rs are defined above, to form the compound of fomnula XLII 




; and 

(b) deprotecting the compound of formula XLIi. 

22. The process as claimed in claim 21, wherein R'" Is ethyl, Pz Is terf-butytdimethylsllyl, and 
P4 is selected from benzyl or naphthlmethyl ethers. 
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23. The process as claimed in claim 21, wherein the compound of formula XLI is prepared 
by reacting the compound of formula XL 



wherein Ri. P2 and P4 are defined in claim 21 with a compound having the following fonfnula 



R5— O O— P3 

wherein R5 and R"' are defined In daim 21 and P3 is a protective group. 

24. The process as claimed in claim 23, wherein the reaction Is conducted in the presence 
of a Lewis add and a solvent 

25. The process as claimed in dalm 24, wherein the Lewis acid is SnCl4 and the solvent is a 
mixture of CH2CI2 and heptane. 





